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Immune tolerance therapy dose as an outcome predictor

Donna DiMichele
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Table 3. Haemophilia A immune tolerance small cohort studies.
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Median pre IT Median time on

Protocol Dosing regimen Success rate Success definition titre (BU) Rx (mos)
Bonn 200-300 U kg™! day~" (BID) 73% (86.7%)  Normal FVIII R/S 8.8 (< 10) 15.0 (14.7)
Malmo FVIII level > 30% (TID) + IM 80% (63%) Normal FVIII R/S <10 (4.5) 1.3 (?)
Smith 200 U kg™! day™ (BID) 100% Normal FVIIT R/S 2.9 5.0
Rocino 100 U kg™! day™" (QD) 80% Normal FVIII R/S 3.6 13.0
Kasper 50 U kg™! day™ (QD) 73% Normal FVIII R/S 0.7 3.0
Dutch 25U kg{1 (QOD - TIW) 83% Inhibitor titre < 2BU, 2.5 12.0
FVIIIR >50%;S >6 h
Gruppo 100 U kg™* week ™ + IM 63% Negative inhibitor titre 2.5 24.0
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Table 5. A combined analysis of the IITR and NAITR: success
rate as a function of historical and pre-ITT titres and dosing
regimen (N = 278).
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Inhibitor Diagnosis
Historical Peak: 5-200 BU (x 2)
Current Titre: <10 BU (x 2)

Historical Pre-ITT Dose Successes ¢
titre (BU) titre (BU) (Ukg™td™ # (%)
<50 <10 <50 30/36 (83%) Randomise
50-99 33/38 (87%)
100-199 18/19 (95%)
>200 23/24 (96%) High Low
10-20 <50 213 (67%) v v
50-199 11/14 (79%) By B
5200 304 (75%) 200 TU kg™! QD 50 TU kg~! TIW
>20 50-199 319 (33%) N ¥
2200 173 (33%) Recovery = 66%, Half-life > 6 hrs
50-200 <10 <50 8/12 (67%)
50-99 14/17 (82%)
>200 3/4 (75%) High Low
10-20 50-199 2/6 (33%)
>200 3/4 (75%)
>20 50-199 8/12 (67%) Tailing off » | Prophylaxis
>200 517 (71%) v
>200 <10 50-199 5/11 (45%) End of Study
>200 7/7 (100%)
10-20 50-199 1/3 (33%)
2200 3/4 (75%) Fig. 1. International Immune Tolerance Study: treatment rand-
>20 50-199 1/23 (4%) omisation and course.
>200 12/18 (67%)
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Continuous infusion
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